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NOTICE
CHANGE IN PUBLICATION DATE

The July 1981 issue of NIH Public Advisory Groups: Authority, Structure, Functions,

usual.

Members will not be published this year. The January 1982 issue will be published as

NOTICE

NEW RESEARCH AND RESEARCH TRAINING PROGRAM ANNOUNCEMENTS

NOW AVAILABLE

ALCOHOL, DRUG ABUSE, AND MENTAL HEALTH ADMINISTRATION

These program announcements provide current information about areas in which support
is available from the ADAMHA Institutes.

Potential applicants for research grants and for National Research Service Awards may
obtain these updated program announcements:

G\\AF\»Nb—

Mental Health Research Support Programs

Alcohol Research Grants

Alcohol Research Centers Grants

Drug Abuse Research Grants

ADAMHA National Research Service Awards for individual Fellows
ADAMHA National Research Service Awards for Institutional Grants

Contact the following offices at agency headquarters, Alcohol, Drug Abuse, and Mental
Health Administration (ADAMHA), 5600 Fishers Lane, Rockville, Maryland 20857:

NATIONAL INSTITUTE OF MENTAL HEALTH
Public Inquiries Section
Room 11A-21

NATIONAL INSTITUTE ON ALCOHOL ABUSE AND ALCOHOLISM
Office of Public Affairs
Room 16-95

NATIONAL INSTITUTE ON DRUG ABUSE
Office of Communications and Public Affairs
Room 10A-56 '



NOTICE

CORRECTION

INDIVIDUAL NRSA FELLOWSHIP APPLICATIONS

A program announcement for National Research Service Awards for "Clinical Studies of
Chemosensory Disorders" (Vol. 10, No. 10, September 4, 1981, pp. 26-28) instructed
prospective applicants to use PHS Forms #416-1, 416-2, and 416-3 for Individual
Postdoctoral Fellowship applications. Please be advised that Form 416-2 ("Facilities and
Commitment Statement") was incorporated.



A4

b1 4

-

NIH GUIDE FOR GRANTS AND CONTRACTS 3
Vol. 10, No. 11, October 9, 1981

NOTICE

CANCER THERAPY EVALUATION PROGRAM

TITLE: RESEARCH CLINICAL TRIALS PROGRAM

NATIONAL CANCER INSTITUTE

The Division of Cancer Treatment of the National Cancer Institute announces that its
research clinical trials program (phases I, III, and IV), currently funded by R10 grants and
contracts, will in the future be entirely supported by cooperative agreements. The
Institute is taking this step following a thorough review of the research clinical trials
program in the light of recent legislation governing the selection of Federal funding
instruments (the Federal Grant and Cooperative Agreement Act, P.L. 95-224). That
legislation specifies that support or stimulation of an activity authorized by Federal
statute is to be funded by an assistance mechanism (i.e., grant or cooperative
agreement), and further provides that the cooperative agreement is to be used when
substantial involvement on the part of the funding agency is anticipated during the
performance of the activity.

The DGT research clinical trials are assistance relationships entailing substantial and
defined involvement with NCI staff. Specifically a designated NCI staff person will
assist in coordinating the activities of the group and will be responsible for monitoring
the group's progress. The precise details of this collaboration will be spelled out in a
"terms of award statement” which will form the basis for the cooperative agreement and
will be appended to each notice of award. Prospective applicants may contact NCI for
information regarding specific features of these awards.

NCI anticipates converting all current R10 grants and research clinical trials contracts
to Cooperative Agreements. Future applications for any new cooperative clinical trials
efforts will be funded under this mechanism; applications for new R10 grants will no
longer be accepted. The funding and length of each award application will be developed
from the recommendations of the technical peer review committee and the National
Cancer Advisory Board. .

The terms and conditions of the award will be governed by Federal regulations, Title 45,
Part 74 (Administration of Grants). The Public Health Service Grants Policy Statement
will apply to awards made under this program. Work under this program will be
monitored by government program directors. They will receive all required progress
reports and determine whether satisfactory progress is, in fact, being made



ANNOUNCEMENT
RESEARCH FELLOWSHIPS TO SWHDEN, SWITZERIAND AND RRANCE

FOGARTY INTERNATIONAL CENTER

The Fogarty International Center, National Institutes of Health, has been requested to
announce that the Swedish Medical Research Council, the Swiss National Science
Foundation, and the French National Institute of Health and Medical Research (INSERM)
will each make available in 1982 several research fellowships to qualified U.S. biomedical
scientists. These fellowships will provide postdoctoral training in basic or clinical areas
of medical research.

These programs are administered by the Fogarty International Center (FIC).
ELIGIBILITY
Applicants must meet the following requirements:

Be a U.S. citizen or permanent U.S. resident.

Hold a doctorate degree in one of the biomedical sciences or related fields.

Have had professional experience in the health or biomedical sciences of at
least two of the last four years.

Have had less than 10 years of postdoctoral experience.
SUPPORT

Under the agreements with each country, the awarding country's institution will provide
for all international transportation costs to the place of assignment and will pay the
awardee's stipend.

DURATION OF PARTICIPATION

The starting date of the fellowship is usually set by mutual agreement of the applicant
and the institution. Fellowships are normally for 12 months, but exceptions may be
considered.

APPLICATION AND SELECTION

Specific application information and material are available from the Fogarty
International Center. In addition to biographical information, the applicant must provide
evidence of acceptance by a training institution and preceptor under whom he will
train. A research plan should be developed with the preceptor and presented clearly and
explicitly in the application.

After an initial review by the Division of Research Grants, the applications will be sent
for final selection and awarding to the appropriate country. Applicants will be notified
by the appropriate country of the selection decision.
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The deadline for receipt of application is December 1, 1981. All correspondence
concermning these fellowships must be clearly marked as "Swedish Medical Research
Council," "Swiss National Science Foundation," or "INSERM."

INQUIRIES AND APPLICATION MATERIALS
International Research and Awards Branch
Fogarty International Center
National Institutes of Health
Bethesda, Maryland 20205

Telephone: (301) 496-1653



ANNOUNCEMENT

EXTRAMURAL ASSOCIATES PROGRAM

NATIONAL INSTITUTES OF HEALTH

Application receipt date: January 31, 1982

The National Institutes of Health (NIH) invites nominations for the 1982-83 Extramural
Associates Program to promote the entry and participation of ethnic minorities and
women in NIH-supported research.

Temporary appointments of employees between Federal executive agencies, state and
local governments, institutions of higher education, and Indian tribal governments, can be
effected under the Intergovernmental Personnel Act (IPA) of 1970 (Public Law 91-6438).
In recent years, significant numbers of personnel from academic institutions have used
the IPA mechanism to gain thorough knowledge of research concerns of the NIH, the
support through which this research is being accomplished, and the policies and
procedures which govern the awarding of grants and contracts. Yet institutions which
traditionally contribute to the basic preparation of minorities and women for biomedical
science are not utilizing this opportunity to an equal extent. While not excluding any
individuals or institutions from the available options under the IPA, the NIH Extramural
Associates Program was specially established to redress a noticeable imbalance in the
current use of an available opportunity.

The NIH will invite two groups of up to eight key science administrators from schools
which contribute significantly to the pool of minorities and women in science, to spend
five months in residence in the Washington, D.C. area. Salary and related expenses will
be reimbursed by the NIH to the limit allowed under the IPA. In addition, a per diem
allowance will be provided to cover the normal cost of living while in Washington, D.C.

While in the Program, the Associates will work in rotating assignments with senior staff
members at the NIH and other Federal agencies. They will attend seminars, committee
meetings, workshops, site visits and will have the opportunity to gain information
concerning legislative, budgetary and other Federal health-related programs associated
with grant and contract activities.

The NIH expects that such information will primarily benefit the institutions from which
the Associates come, in that they will be the lead resource administrators from whom
faculty and students can obtain information about health research programs funded by

the NIH. In addition, the NIH expects immediate benefits from the special contributions
" to be made by these experienced administrators while at the NIH.

Nominations of a candidate will be accepted from the president or an equivalent official
of an eligible institution. In addition to the general requirements of the IPA, emphasis
for selection of Associates will be on the demonstrated contribution of an institution to
the advancement of ethnic minorities and women; on its plan to utilize the Associate's
newly gained knowledge; and on the qualifications, experience and interest of the
nominee.
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All Associates will be required to participate in the program for five months beginning on
or about August 1, 1982 or February I, 1983. Nominations and completed applications
are due by January 31, 1982; selections will be announced by April 30, 1982.

Additional information concerning the program or the application process may be
obtained by writing or calling:

Mrs. Jean G. Oliver, Director
Extramural Associates Program
National Institutes of Health
Building 31, Room 1B59

9000 Rockville Pike

Bethesda, Maryland 20205

Telephone: (301) 496-9728



ANNOUNCEMENT

BIOMEDICAL RESEARCH SUPPORT GRANT APPLICATIONS
FOR FISCAL YEAR 1982

DIVISION OF RESEARCH RESOURCES
Application receipt date: January 1, 1982

BACKGROUND INFORMATION

The Biomedical Research Support Grant (BRSG) Program is specifically designed to
provide funds on a continuing basis to eligible institutions heavily engaged in health-
related research to strengthen their programs by allowing flexibility available to the
institutions to meet emerging opportunities in research; to explore new and unorthodox
ideas; and to use these research funds in ways and purposes which they (the institutions),
in their judgment feel would contribute effectively to the furtherance of their research
program.

ELIGIBILITY

Awards are made to non-profit institutions not directly to individual investigators.
Health professional schools, other academic institutions, hospitals, state and municipal
health agencies, and research organizations may apply if the institution received a
minimum of three allowable PHS biomedical or health-related behavioral research
rants, totaling $200,000 (including direct and indirect costs), awarded during FY 1981
October 1, 1980 through September 30, 1981). Federal institutions and institution

s located in a foreign country are not eligible.

NOTE: Other academic includes, as a single eligible component, all other schools,
departments and free-standing institutes of the institution except the
health professional schools.

AWARD CONDITIONS

The BRSG award is for one year and must be renewed annually. The start date is April
1. It is estimated that approximately 500 BRSG awards will be made in FY 1982,

The amount of each BRSG award is based upon a formula that is applied to the total of
direct and indirect costs awarded for allowable PHS research grants.

The BRSG program is described in the Catalog of Federal Domestic Assistance, Number
13.337, Biomedical Research Support. Grants will be awarded under the authority of the
Public Health Service Act, Section 301 (42 USC 241) and administered under PHS grant
policies and Federal Regulations 45 CFR Part 74 and the Biomedical Research Support
Grant Information Statement and Administrative Guidelines. This program is not subject
to A-95 Clearinghouse or Health Systems Agency Review.



A "4

-

A T 4

NIH GUIDE FOR GRANTS AND CONTRACTS 9
Vol. 10, No. 11, October 9, 1981

METHOD OF APPLYING

BRSG application kits (Form NIH-147-1) will be mailed on or about November 27 to all
current BRSG grantees.

Completed BRSG applications must be received by January 1, 1982,

If an institution believes that it has become eligible to apply for the BRSG program,
please write or call:

Biomedical Research Support Program
Division of Research Resources

Office of Grants and Contracts Management
National Institutes of Health

Bethesda, Maryland 20205

Attention: Mrs. Gilda Polletto
Grants Management Specialist

Telephone: (301) 496-5131
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REQUEST FOR RESEARCH GRANT APPLICATION: RFA

NHLBI-DLD-82G-A

IMMUNE RESPONSES IN THE LUNG UNDERLYING INTERSTITIAL PULMONARY
FIBROSIS

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE
Application Receipt Date: January 15, 1982
I. BACKGROUND INFORMATION

Inhalation of organic or inorganic agents or microorganisms can be the initiating event in
the development of fibrotic lung disease. It is probably no coincidence that such
exposure can also result in a variety of immunologic reactions within the lung. In
hypersensitivity pneumonitis (an example of which is farmer's lung disease), the
production of antibody against the offending inhaled agent is known to be an important
element in the development of the disease. In other fibrotic lung diseases, an
immunologic component is strongly suspected, but evidence of direct immunologic
involvement is missing. For example, in silicosis and asbestosis, direct evidence for
implication of immune cells or cell products in the lesion is absent, although
autoantibodies (including antinuclear antibody and rheumatoid factor) have been observed
in the serum of many of the patients with these diseases. Despite the apparent close
association between immunologic activities within the lung and fibrotic lung disease,
relatively little research is being carried out to understand the basic immune responses
of the lung or their relationship to pulmonary fibrosis.

There is evidence that the lung functions at least to some degree as an independent
"lymphoid organ" although interactions with systemic immunologic organs are also
evident. The lung can express its immunologic capabilities in numerous ways, such as
through the development of locally produced antibodies, activated phagocytic cells, or
sensitized lymphocytes, the last being capable of mediating immunologic activities either
directly or through mediator molecules. Although a number of studies have examined
immune mechanisms in the lung including local responses, attendant macrophage-
lymphocyte interactions, and the types of lymphocytes present in the lung in various
pulmonary disease states, these processes are still poorly understood. In addition, it is
not known whether animal species used in these studies develop immunity in the lung by
the same mechanisms as in man. A better understanding of the underlying immunologic
processes, including precise elucidation of early initiating as well as resultant (effector)
immune events and pathways in the lung and the relationship of these processes to
pulmonary fibrosis, is required in order to better diagnose, treat, and prevent these
diseases.

This program is described in the Catalog of Federal Domestic Assistance, No. 13.838,
Lung Diseases. Grants will be awarded under the authority of the Public Health Service
Act, Title III, Section 301 (Public Law 78-410, as amended: 42 USC 241) and
administered under PHS grant policies and Federal Regulations 42 CFR Part 52 and 45
CFR Part 74. This program is not subject to A-95 Clearinghouse or Health Systems
Agency Review.
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In characterizing immune responses in the lung, many studies in the past have used
agents (e.g., sheep red blood cells) or doses which one would not ordinarily expect to
encounter, particularly in a disease situation. It is anticipated that applications
submitted in response to this announcment will address these considerations.

II. GOALS AND SCOPE

The specific goal of this program is to encourage the submission of research grant
applications which will contribute to the elucidation of the processes by which the lungs
initiate and develop immune reactions prior to or during pulmonary fibrosis. Proposed
research should include studies designed to increase understanding of initiating events
during the response of the lung to potentially pathogenetic substances. It is also
important that interactions among the pulmonary and extrapulmonary lymphoid elements
be elucidated since such interactions are probably an integral part of the response. In
animal studies, it is important that consideration be given to the species of animal,
noting differences from man. For example, the amount of bronchus-associated lymphoid
tissue is high in some animals (rats and rabbits) but low in others (dogs); it is also low in
man. Such differences must be considered in making the extrapolation from animal
studies to human disease states. A general approach might include one or more of the
following topics:

A. Origin of immune cells found in the lung and interactions between pulmonary and
extrapulmonary lymphoid tissue

Because of the apparent relationship between the immunologic activities within the lung

ww» and interstitial fibrosis, the basic mechanisms by which immunity is produced in the lung

parenchyma need to be clearly understood. There are suggestions that the lung can
respond independently of the rest of the body to immunologic stimuli, and this
compartmentalization needs to be further defined, for example, by studying the regional
response to a highly localized stimulus using known pathogenetic agents. Experimental
approaches are encouraged which address the full array of local responses as well as the
interaction between local (pulmonary) and systemic, humoral and cellular responses to
these agents in order to define the interrelationships between these anatomic entities.
One approach might be to determine what role, if any, the bronchus-associated lymphoid
tissue plays in the production of immune cells and antibody in the lung parenchyma after
antigenic stimulation during the disease process. Research is also needed to clarify the
sources of lymphoid cells in the parenchyma, routes taken by these cells in reaching the
parenchyma, and the mechanisms by which they are attracted to the area. Studies are
needed which would investigate the immunologic responses which take place following
well-defined, local instillation of agents known or thought to be pathogenetic.

B. Entrance, processing, and clearance of pathogenetic agents in the lung

It is important to establish the defense mechanisms by which the lung attempts to deal
with agents which may cause interstitial lung disease. Clearance of these agents is
undoubtedly linked with immune responses as well as with pathologic processes and
therefore warrants further study. It is likely that clearance mechanisms within the lung
will vary widely depending on the physical and chemical properties of the agent, and
studies should examine a spectrum of agents in order to establish the variety of possible
mechanisms. The role of various components on the air side of the alveolus including,
but not limited to, macrophages, alveolar fluids, and solutes within the fluids (e.g.,
immunoglobulins), needs to be investigated. In addition, it would be important to
establish the form in which substances reach the lower airways and the interstitium as
well as the "processing" prior to or after reaching those locations.
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C. The alveolar macrophage as a regulatory cell in pulmonary immune responses

The alveolar macrophage may be an important participant in the development of mineral
dust pneumoconioses as well as other forms of interstitial lung disease. While it is clear
that this cell is involved in the clearance of inhaled particles and very likely produces
damage to the lung parenchyma through release of lysosomal enzymes, its importance in
various immunologic sequences after exposure to pathogenetic agents remains to be
defined. Both immunologic suppressor and helper functions have been ascribed to the
alveolar macrophage, suggesting a role for this cell in the development of lung
immunity. Therefore, studies are needed to clarify the activities of the macrophage and
to relate such findings to the etiology and pathogeneses of interstitial lung disease.

The research topics presented above are provided only to indicate the scope of research
that would meet the goals of this program. Investigators are 'not restricted to these
approaches nor do they have to include all of them in a single proposal. Investigators are
encouraged to consider other approaches. The emphasis of the proposal, however, must
be specifically directed toward elucidating the immune responses in the lung to agents
known or thought to produce fibrotic lung disease in man, when administered in doses
which realistically mimic natural exposure. Studies of local production of secretary
immunoglobulin, IgA, will not be acceptable since pulmonary production of this antibody
appears to be limited to the airways, and there is no evidence to suggest an etiologic role
for IgA in interstitial lung disease. The other immunmoglobulin classes, however,
particularly IgG and IgE, are appropriate for study. This program will support only
studies of immune responses in the lung or interactions between pulmonary and
generalized immune systems. Proposals to study only systemic reponses to substances,
even if delivered by a pulmonary route, will not be considered responsive to this RFA.

I1I. MECHANISM OF SUPPORT

The support mechanism for this program will be the NIH grant-in-aid; successful
applicants will plan and execute their own research program. Upon initiation of the
program, the Division of Lung Diseases will sponsor periodic workshops to encourage
exchange of information among investigators who participate in this program.
Prospective grantees should include in their grant applications a statement indicating
their willingness to participate in such information exchange activities.

Although this program is included and provided for in the financial plans for Fiscal 1982,
award of grants pursuant to this request for grant applications is contingent upon receipt
of appropriate funds for this purpose. It is anticipated that four to six proposals will be
aches would represent valid responses to this announcement, it is anticipated that there
will be a range of costs among individual grants awarded. However, it is not the intent
of this request to solicit proposals for large multidisciplinary studies encompassing a
variety of essentially independent research project. Applicants are requested to furnish
their own estimates of the time required to achieve the objectives of the proposed
research project; however, the award for this proposal must not exceed 5 years. At the
end of the initial award period, renewal proposals may be submitted for further
competitive review. It is anticipated that support will begin on July 1, 1982.

The current policies and requirements which govern the research grant programs of the
National Institutes of Health will prevail, including the requirement for cost sharing.

-
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IV. REVIEW PROCEDURES AND CRITERIA

Upon receipt, applications will be reviewed for their responsiveness to the specific
objectives described in this announcement. If an application is judged unresponsive, the
applicant will be contacted and given an opportunity to withdraw the application or to
submit it for consideration in the regular review cycle of the NIH. Initial technical merit
review will be arranged by the Division of Research Grants (DRG). Secondary review
will be undertaken by the National Heart, Lung, and Blood Advisory Council in May 1982,

Because the underlying theme of this RFA is also of interest to the National Institute of
Allergy and Infectious Diseases (NIAID), it is possible that secondary assignment of
applications received in reponse to this RFA may be made to that institute by the DRG.

If a proposal submitted in response to this RFA is identical to a research grant
application already submitted to the NIH for review, the applicant will be asked to
withdraw the pending application before the new one is accepted. Simultaneous
submission of identical applications will not be allowed.

The factors to be considered in the scientific merit evaluation of each application will be
identical to those used in traditional NIH research grant application evaluation, including
an assessment of the importance of the proposed research problem; the novelty and
originality of the approach; the training, experience, and research competence or
promise of the investigator(s); the adequacy of the experimental design; the suitability of
the facilities; and the appropriateness of the requested budget relative to the work
proposed.

V. METHOD OF APPLYING

1. Letter of Intent

Prospective applicants are asked to submit a brief letter of intent which would
include a synopsis of the proposed research as well as the names of other
institutions which might collaborate on the project. The Institute requests such
letters only to obtain an indication of the number and scope of applications to
be received. A letter of intent is not a requirement for application, nor is it
binding, and information provided in the letter will not enter into the review of
any application subsequently submitted.

To be useful to the Institute, the letter of intent should be sent by December 1,
1981, and should be addressed to Dr. Hugh B. Stamper, Jr., Division of Lung
Diseases, National Institutes of Health, Westwood Building, Room 6AO05,
Bethesda, Maryland 20205.

2. Format for Applications

Applications should be submitted on the standard research grant application
form, PHS-398 (Revised 5/80), which may be obtained at the applicant's
institution business or research office. If form PHS-398 is not available at the
institution, it may be obtained by contacting the Division of Research Grants,
Office of Grants Inquiries, Room 449, Westwood Building, Bethesda, Maryland
20205, phone (301) 496-7591. The conventional presentation in format and
detail for regular research grant applications should be utilized.
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3. Application procedure

The completed application and six (6) copies should be sent or delivered to:

Division of Research Grants
National Institutes of Health
Westwood Building, Room 240
5333 Westbard Avenue
Bethesda, Maryland 20205

To ensure their review, applications must be received by January 15, 1982.

The face page of the application must be labeled to indicate that it is submitted
in response to this program announcement: RFA-NHLBI-DLD-82G-A, "Immune
Responses in the Lung Underlying Interstitial Pulmonary Fibrosis."

VL. INQUIRIES

Inquiries may be directed to Dr. Hugh B. Stamper, Jr., Division of Lung Diseases,
National Institutes of Health, Westwood Building, Room 6A05, Bethesda, Maryland
20205. Telephone: (301) 496-7034.

Applicants may also wish to alert the NIAID of the submission of applications of possible
interest to that institute by contacting Dr. Robert A. Goldstein, Immunologic, Allergic
and Infectious Diseases Program, National Institutes of Health, Westwood Building, Room
752, Bethesda, Maryland 20205.
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA

NIH-NCI-DCT-BRMP-81-5

MONOCLONAL ANTIBODY IN CANCER THERAPY

NATIONAL CANCER INSTITUTE
Application receipt date: December 15, 1981

The Division of Cancer Treatment of the National Cancer Institute (NCI) invites grant
applications from interested investigators for basic and applied studies to evaluate the
therapeutic effectiveness of monoclonal antibody administration in man.

Grants are awarded only to nonprofit organizations and institutions, governments and
their agencies, and occasionally to individuals. This type of grant solicitation (the RFA)
is utilized when it is desired to encourage investigator-initiated research projects in
areas of special importance to the National Cancer Program. Applicants funded under
the RFA are supported through the customary National Institutes of Health (NIH) grant-
in-aid, in accordance with PHS policies applicable to Research Project Grants including
cost-sharing. However, the RFA solicitation represents a single competition, with a
specified deadline for receipt of applications. All applications received in response to
the RFA will be reviewed by the same NIH Initial Review Group.

The present RFA announcement is for a single competition with a specified deadline of
December 15, 1981, for receipt of applications. Applications should be prepared and
submitted in accordance with the aims and requirements described in the following
sections:

L. BACKGROUND INFORMATION

II. OBJECTIVE AND SCOPE

HI. MECHANISM OF SUPPORT

Iv. REVIEW PROCEDURES AND CRITERIA
V. METHOD OF APPLYING

VI. INQUIRIES

L BACKGROUND INFORMATION

Biological response modifiers refers to agents or approaches that alter the
relationship between tumor and host by modifying the host's - biological
response to tumor cells, with a resultant therapeutic benefit. The application
of these agents with a primary intent of therapy is the major focus of the
Biological Response Modifiers Program.

This program is described in the Catalog of Federal Domestic Assistance number 13-395,
Cancer Treatment Research. Awards are under authorization of the Public Health
Service Act, Section 301(c) and Section 402 (Public Law 78-410, as amended; 42 USC 241;
42 USC 282) and administered under PHS grant policies and Federal Regulations 42 CFR
Part 52 and 45 CFR Part 74. This program is not subject to A-95 Clearinghouse or
Health Systems agency review.
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M1,

The components of the BRM program include immunoaugmenting agents,
immunomodulating treatments, immunorestorative agents, interferon inducers;
interferon and cytokine factors; thymic hormones and factors; tumor antigens
and cell surface modifiers, anti-tumor antibodies, antitumor immune cells;
maturation and differentiation factors.

This RFA addresses the component anti-tumor antibodies and specifically
hybridoma derived monoclonal antibodies. Experimental studies have been
carried out on the therapeutic effects of anti-tumor antibodies in animal
models and, to a lesser extent, in man. Such studies have been hampered in
animals by the lack of potent antibody and in man by the lack of solid evidence
for the presence of tumor specific antigens and therefore for the anti-tumor
specificity of the antibody employed. The recent utilization of hybridomas for
the production of monoclonal antibodies should help in identifying human
tumor antigens. It may also provide large quantities of highly specific high-

;titered antitumor antibody for possible therapeutic testing. Monoclonal

antibodies provide a chemically and immunologically homogeneous reagent of
defined specificity. They can be obtained in quantities necessary for
therapeutic evaluation in man either as a means of selectively eliminating
tumor populations directly or indirectly by eliminating or inactivating
suppressor cellular components of the immune system.

OBJECTIVES AND SCOPE

Studies to be proposed should evaluate the therapeutic effectiveness of
monoclonal antibody administration in man. Monoclonal antibodies directed
against specific antigens expressed on human tumor cells or on lymphoid cells
suppressing an effective anti-tumor immune response may be evaluated alone
or coupled with drugs, toxins, or radioisotopes to determine the
pharmacokinetics, clinical toxicity, potential efficacy as anti-cancer agents
and maximum tolerated dose that can be administered parenterally.
Parameters to be monitored following administration of monoclonal antibody
preparations as therapeutic agents could include degree and specificity of
binding to target cells, fate of antibody bound tumor cells, modulation of
target antigen and alterations in circulating tumor cells and tumor antigen.

MECHANISM OF SUPPORT

This RFA will use the National Institutes of Health grant-in-aid.
Responsibility for the planning, direction, and execution of the proposed
research will be solely that of the applicant. The total project period for
applications submitted in response to the present RFA should not exceed three
years. The intent is to fund several projects, with total costs amounting to
approximately $1.323 million for the first year. This funding level is
dependent on the receipt of a sufficient number of applications of high
scientific merit. Also, although this program is provided for in the financial
plans of the National Cancer Institute, the award of grants pursuant to this
RFA is contingent upon the availability of funds for this purpose.

-
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IV. REVIEW PROCEDURES AND CRITERIA

A.

Review Method

Each application submitted in response to the RFA will be reviewed
by: (1) an appropriate review panel of the Division of Research Grants,
National Institutes of Health, and (2) the National Cancer Advisory
Board. All applications will be evaluated by a single review group in
competition with each other.

Future renewal applications will not compete for earmarked funds.
Instead, all renewal applications will be considered as unsolicited grant
applications which will compete with all other unsolicited applications
received by NIH.

Review Criteria .

Applications must be responsive to this RFA, in the sense of being
directed towards the attainment of the stated programmatic goals (see
II. OBJECTIVES AND SCOPE). If the application is judged by the
National Cancer Institute not to be responsive, the applicant will have
the opportunity of having the application considered along with other
unsolicited applications received by the National Institutes of Health.

The factors considered in evaluating each response to this RFA will be:
l. Scientific merit of research approach, design, and methodology.

2. Research experience and competence of the Principal Investigator
and staff to conduct the proposed studies.

3.  Adequacy of time (effort) which the Principal Investigator and
staff would devote to the proposed studies.

4. Adequacy of existing/proposed facilities and resources.
Applications which specify a proposed wuse of human
cells/tissues/fluids/excreta, need to provide assurance and details
concerning the nature, source, and availability of those specimens.

5.  Scientific, technical or medical significance and originality of
proposed research.

6. Reasonableness of proposed costs.

V. METHOD OF APPLYING

A.

Format of Applications

Applications must be submitted on form PHS 398 (Revised 5/80), the
application form for research project grants. Application kits are
available at most institutional business offices, or may be obtained from
the Division of Research Grants, NIH. The conventional presentation in
format and detail applicable to regular research grant applications
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should be followed, and the requirements specified under Review
Criteria (IV. B.) must be fulfilled. @ The .ords "PROPOSAL IN
RESPONSE TO RFA: NIH-NCI-DCT-BRMP-81-5 MONOCLONAL
ANTIBODY IN CANCER THERAPY" should be 1 -'ped in bold letters
across the top of the face page of the application.

Application Procedure

The completed original application and six (6) copies should be sent or
delivered to:

Division of Research Grants
National Institutes of Health
Room 240, Westwood Building
5333 Westbard Avenue
Bethesda, Maryland 20205

To ensure their review, applications must be received by December 15,
1981. Applications received after that date will be returned. Also, the
Division of Research Grants (DRG) will not accept any application in
response to this announcement that is the same as one currently being
considered by any other NIH awarding unit. A copy of the application
should also be sent to Dr. Long at the address shown below.

INQUIRIES MAY BE DIRECTED TO;

Dr. Cedric Long

Biological Resources Branch

Biological Response Modifiers Program
Division of Cancer Treatment
National Cancer Institute

Landow Building, Room 8C03
Bethesda, Maryland 20205

Telephone: (301) 496-9664
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA

NIH-NCI-DCT-BRMP-81-6

MONOCLONAL ANTIBODY IN ANIMAL TUMOR MODELS

NATIONAL CANCER INSTITUTE
Application receipt date: December 15, 1981

The Division of Cancer Treatment of the National Cancer Institute (NCI) invites grant
applications from interested investigators for basic and applied studies to evaluate the
therapeutic efficacy of monoclonal antibody administration in animal tumor models.

Grants are awarded only to nonprofit organizations and institutions, governments and
their agencies, and occasionally to individuals. This type of grant solicitation (the RFA)
is utilized when it is desired toencourage invetigator-initiated research projects in areas
of special importance to the National Cancer Program. Applicants funded under the
RFA are supported through the customary National Institutes of Health (NIH) grant-in-
aid, in accordance with PHS policies applicable to Reserch Project Grants including cost-
sharing. However, the RFA solicitation represents a single competition, with a specified
deadline for receipt of applications. All applications received in response to the RFA
will be reviewed by the same NIH Initial Review Group.

The present RFA announcement is for a single competition with a specified deadline of
December 15, 1981, for receipt of applications. Applications should be prepared and
submitted in accordance with the aims and requirements described in the following
sections:

I BACKGROUND INFORMATION
1. OBJ"~TIVE AND SCOPE

1. MEC.,ANISM OF SUPPORT

Iv. REVIEW PROCEDURES AND CRITERIA
VL INQUIRIES

L BACKGROUND INFORMATION

Biological response modifiers refers to agents or approaches that alter the
relationship between tumor and host by modifying the host's biological
response to tumor cells, with a resultant therapeutic benefit. The application
of these agents with a primary intent of therapy is the major focus of the
Biological Reponse Modifiers Program.

This program is described in the Catalog of Federal Domestic Assistance number 13-395,

Cancer Treatment Research. Awards are under authorization of the Public Health
Service Act, Section 301(c) and Section 402 (Public Law 78-410, as amended, 42 USC 241;
42 USC 282) and administered under PHS grant policies and Federal Regulations 42 CFR
Part 52 and 45 CFR Part 74. This program is not subject to A-95 Clearinghouse or
Health Systems agency review.
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The components of the BRM program include immunoaugmenting agents,
immunomodulating treatments, immunorestorative agents, interferon inducers;
interferon and cytokine factors; thymic hormones and factors; tumor antigens
and cell surface modifiers, anti-tumor antibodies, anti-tumor immune cells;

.maturation and differentiation factors.

This RFA addresses the component anti-tumor antibodies and specifically
hybridoma derived monoclonal antibodies. Experimental studies have been
carried out on the therapeutic effects of anti-umor antibodies in animal
models and, to a lesser extent, in man. Such studies have been hampered in
animals by the lack of potent antibody and in man by the lack of solid evidence
for the presence of tumor specific antigens and therefore for the anti-tumor
specificity of the antibody employed. The recent utilization of hybridomas for
the production of monoclonal antibodies should help in identifying tumor
antigens on animal tumor. It may also provide large quantities of highly

“specific high-titered anti-tumor antibody for possible therapeutic evaluation in

a variety of animal systems as a means of selectively eliminating tumor
populations directly or indirectly by eliminating or inactivating suppressor
cellular components of the immune system.

OBJECTIVES AND SCOPE

Studies to be proposed should evaluate the therapeutic efficacy of monoclonal
antibody administration in animal tumor models. Currently available
monoclonal antibodies directed against specific antigens expressed on tumor
cells or on lymphoid cells suppressing an effective anti-tumor immune response
may be evaluated either alone or coupled with drugs, toxins, or isotopes for in
vivo anti-tumor properties. Therapeutic potential of these antibodies may be
evaluated in the treatment of transplanted, induced and spontaneous animal
tumors or human tumor xenographs in nude athymic mice. Studies may
examine such parameters as: effects of passive administration of antibody or
antibody conjugates on survival and cure rate; differences in ability of
antibody of different isotype tomediate and to modulate anti-tumor effects;
antibody halflife and tissue distribution, degree and specificity of
antibodybinding to tumorcells, in _vivo amd in vitro fate of tumor cells,
modulation of tumor cell antigens, optimal dose schedule and short and long-
term toxicity.

MECHANISM OF SUPPORT

This RFA will use the National Institutes of Health grant-in-aid.
Responsibility for the planning, direction, and execution of the proposed
research will be solely that of the applicant. The total project period for
applications submitted in response to the present RFA should not exceed three
years. The intent is to fund multiple projects, with total costs amounting to
approximately $1.0 million for the first year. This funding level is dependent
on the receipt of a sufficient number of applications of high scientific merit.
Also, although this program is provided for in the financial plans of the
National Cancer Institute, the award of grants pursuant to this RFA is
contingent upon the availability of funds for this purpose.
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Iv. REVIEW PROCEDURES AND CRITERIA

A.

A.

Review Method

Each application submitted in response to the RFA will be reviewed
by: (1) an appropriate review panel of the Division of Research
Grants, National Institutes of Health, and (2) the National Cancer
Advisory Board. All applications will be evaluated by a single review
panel in competition with each other.

Future renewal applications will not compete for earmarked funds.
Instead, all renewal applications will be considered as unsolicited grant
applications which will compete with all other unsolicited applications
received by NIH.

Review Criteria

Applications must be responsive to this RFA, in the sense of being
directed towards the attainment of the stated programmatic goals (see
II. OBJECTIVES AND SCOPE). If the application is judged by the
National Cancer Institute not to be responsive, the applicant will have
the opportunity of having the application considered along with other
unsolicited applications received by the National Institutes of Health.

The factors considered in evaluating each reponse to this RFA will be:
1. Scientific merit of research approach, design, and methodology.

2. Research experience and competence of the Principal Investigator
and staff to conduct the proposed studies.

3. Adequacy of time (effort) which the Principal Investigator and
staff would devote to the proposed studies.

4, Adequacy of existing/proposed facilities and resources.
Applications which specify a proposed wuse of human
cells/tissues/fluids/excreta, need to provide assurance and details
concerning the nature, source, and availability of those specimens.

5. Scientific, technical or medical significance and originality of
proposed research.

6. Reasonableness of proposed costs.

METHOD OF APPLYING

Format of Applications

Applications must be submitted on form PHS 398 (Revised 5/80), the
application form for research project grants. Application kits are
available at most institutional business offices, or may be obtained
from the Division of Research Grans, NIH. The conventional
presentation in format and detail applicable to regular research grant
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applications should be followed, and the requirements specified under
Review Criteria (IV. B.) must be fulfilled. The words "PROPOSAL IN

RESPONSE TO RFA: NIH-NCI-DCT-BRMP-81-6 MONOCLONAL
ANTIBODY IN ANIMAL TUMOR MODELS" should be typed in bold
letters across the top of the face page of the application.

Application Procedure

The completed original application and six (6) copies should be sent or
delivered to:

Division of Research Grants
National Institutes of Health
Room 240, Westwood Building
5333 Westbard Avenue
Bethesda, Maryland 20205

To ensure their review, applications must be received by December 15,
1981. Applications received after that date will be returned. Also,
the Division of Research Grants (DRG) will not accept any application
in response to this announcement that is the same as one currently
being considered by any other NIH awarding unit. A copy of the
application should also be sent to Dr. Long at the address shown below.

INQUIRIES MAY BE DIRECTED TO:

Dr. Cedric Long

Biological Resource Branch

Biological Response Modifiers Program
Division of Cancer Treatment
National Cancer Institute

Landow Building, Room 8C03
Bethesda, Maryland 20205

Telephone: (301) 496-9664
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA

NIH-NCI-DCT-BRMP-81-8

ANIMAL TUMOR MODELS FOR ANTIPEPTIDE GROWTH FACTOR AND
MATURATION FACTOR THERAPY

NATIONAL CANCER INSTITUTE
Application receipt date: December 15, 1981

The Division of Cancer Treatment of the National Cancer Institute (NCI) invites grant
applications from interested investigators for basic and applied studies in which a
transplanted or spontaneous animal tumor will be developed to determine the therapeutic
efficacy of anticancer agents which act by specifically blocking the actions of specific
peptide growth factors.

Grants are awarded only to nonprofit organizations and institutions, governments and
their agencies, and occasionally to individuals. This type of grant solicitation (the RFA)
is utilized when it is desired to encourage investigator-initiated research projects in
areas of special importance to the National Cancer Program. Applicants funded under
the RFA are supported through the customary National Institutes of Health (NIH) grant-
in-aid, in accordance with PHS policies applicable to Research Project Grants including
cost-sharing. However, the RFA solicitation represent a single competition, with a
specified deadline for receipt of applications. All applications received in response to
the RFA will be reviewed by the same NIH Initial Review Group.

The present RFA announcement is for a single competition with a specified deadline of
December 15, 1981, for receipt of applications. Applications should be prepared and
submitted in accordance with the aims and requirements described in the following
sections:

I. BACKGROUND INFORMATION

1I. OBJECTIVE AND SCOPE

I1. MECHANISM OF SUPPORT

Iv. REVIEW PROCEDURES AND CRITERIA
V. METHOD OF APPLYING

VI INQUIRIES

L. BACKGROUND INFORMATION

Biological response modifiers refers to agents or approaches that alter the
relationship between tumor and host by modifying the host's biological
reponse to tumor cells, with a resultant therapeutic benefit. The application
of these agents with a primary intent of therapy is the major focus of the
Biological Response Modifiers Program.

This program is described in the Catalog of Federal Domestic Assistance number [3-395,

Cancer Treatment Research. Awards are under authorization of the Public Health
Service Act, Section 301(c) and Section 402 (Public Law 78-410, as amended; 42 USC 241;
42 USC 282) and administered under PHS grant policies and Federal Regulations 42 CFR
Part 52 and 45 CFR Part 74. This program is not subject to A-95 Clearinghouse or
Health Systems Agency review.
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The components of the BRM program include immunoaugmenting agents,
immunomodulating treatments, immunorestorative agents, interferon
inducers; interferon and cytokine factors; thymic hormones and factors;
tumor antigens and cell surface modifiers, anti-tumor antibodies, antitumor
immune cells; maturation and differentiation factors.

This RFA addresses maturation and differentiation factors. The continuing
progress being made in clarifying the mechanisms of regulation of bone
marrow differentiation and the recognition of the existence of stem cell-like
cells in the tumor directs attention to the possibility that tumor cell
differentiation may be achieved through therapeutic means. In other words,
the possibility is theoretically considered that some agents may be developed
which will not kill the tumor cells but will actually cause their further
differentiation from the malignant state.

Low molecular weight peptide growth factors which promote cell division and
anchorage-independent growth of normal and transformed human cells in
vitro and which may be required for tumor growth in vivo have been recently
identified and characterized. In order to assess the potential therapeutic
efficacy of agents which specifically block these growth factors, suitable
animal models need to be developed. In addition, other peptide growth
factors and certain other substances, have been shown to induce maturation
(terminal differentiation) of tumor cells in vitro. Animal tumor models are
also required to assess these substances as potential anticancer agents.

OBJECTIVES AND SCOPE

Studies are encouraged to develop a transplanted or spontaneous animal
tumor to determine the therapeutic efficacy of anticancer agents which act
by specifically blocking the actions of specific peptide growth factors.

These factors might include both normal and tumor cell products. Of
particular interest are animal tumors shown to be responsive in vitro to a
peptide growth factor (for example epidermal growth factor) and agents
shown to specifically block this same factor. In similar fashion an animal
tumor model may be developed which can demonstrate the anticancer
activity of maturation factors which are capable of inducing terminal
differentiation of various transformed cell lines in vitro. Examples of cell
lines previously shown to be responsive to such agents include PC-12
pheochromocytoma cells and HL-60, Kg-1, and K 562 myeloid leukemia cells.
Transplantable tumors of these or similar cell lines might form the basis of a
suitable animal tumor model

MECHANISM OF SUPPORT

This RFA will use the National Institutes of Health grant-in-aid.
Responsibility for the planning, direction, and execution of the proposed
research will be solely that of the applicant. The total project period for
applications submitted in response to the present RFA should not exceed
three years. The intent is to fund multiple projects, with total costs
amounting to approximately $300,000 for the first year. This funding level is
dependent on the receipt of a sufficient number of applications of high
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Iv.

scientific merit. Also, although this program is provided for in the financial
plans of the National Cancer Institute, the award of grants pursuant to this
RFA is contingent upon the availability of funds for this purpose.

REVIEW PROCEDURES AND CRITERIA

A.

Review Method

Each application submitted in response to the RFA will be reviewed
by: (1) an appropriate review panel of the Division of Research
Grants, National Institutes of Health, and (2) the National Cancer
Advisory Board. All applications will be evaluated by a single review
panel in competition with each other.

Future renewal applications will not compete for earmarked funds.
Instead, all renewal applications will be considered as unsolicited grant
applications which will compete with all other unsolicited applications
received by NIH.

Review Criteria

Applications must be responsive to this RFA, in the sense of being
directed towards the attainment of the stated programmatic goals (see
II. OBJECTIVES AND SCOPE). If the application is judged by the
National Cancer Institute not to be responsive, the applicant will have
the opportunity of having the application considered along with other
unsolicited applications received by the National Institutes of Health.

The factors considered in evaluating each response to this RFA will be:
1. Scientific merit of research approach, design, and methodology.

2. Research experience and competence of the Principal
Investigator and staff to conduct the proposed studies.

3.  Adequacy of time (effort) which the Principal Investigator and
staff devote to the proposed studies.

4. Adequacy of existing/proposed facilities and resources.
Applications which specify a proposed use of human cells/
tissues/fluids/excreta, need to provide assurance and details
concerning the nature, source, and availability of those
specimens.

5. Scientific technical or medical significance and originality of
proposed research.

6. Reasonableness of proposed costs.

METHOD APPLYING

A.

Format of Applications

Applications must be submitted on form PHS 398 (Revised 5/80), the
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application form for research project grants. Application kits are
available at most institutional business offices, or may be obtained
from the Division of Research Grants, NIH. The conventional
presentation in format and detail applicable to regular research grant
applications should be followed, and the requirements specified under
Review Criteria (IV. B.) must be fulfilled. The words "PROPOSAL IN

RESPONSE TO RFA: NIH-NCI-DCT-BRMP-81-8 ANIMAL TUMOR

MODELS FOR ANTIPEPTIDE GROWTH FACTOR AND MATURATION
FACTOR THERAPY" should be typed in bold letters across the top of
the face page of the application.

Application Procedure

The completed original application and six (6) copies should be sent or
delivered to:

Division of Research Grants
National Institutes of Health
Room 240, Westwood Building
5333 Westbard Avenue
Bethesda, Maryland 20205

To ensure their review, applications must be received by December 15,
1981. Applications received after that date will be returned. Also,
the Division of Research Grants (DRG) will not accept any application
in response to this announcement that is the same as one currently
being considered by any other NIH awarding unit. A copy of the
application should also be sent to Dr. Long at the address shown below.

INQUIRIES MAY BE DIRECTED TO:

Dr. Cedric Long

Biological Resources Board

Biological Response Modifiers Program
Division of Cancer Treatment
National Cancer Institute

Landow Building, Room 8C03
Bethesda, Maryland 20205

Telephone: (301) 496-9664
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA

NIH-NCI-DCT-BRMP-81-9

THERAPEUTIC USE OF LYMPHOKINES IN CANCER

NATIONAL CANCER INSTITUTE
Application receipt date: December 15, 1981

The Division of Cancer Treatment of the National Cancer Institute (NCI) invites grant
applications from interested investigators for basic and applied studies to evaluate the
therapeutic value of defined lymphokines in anti-tumor immunity.

Grants are awarded only to nonprofit organizations and institutions, governments and
their agencies, and occasionally to individuals. This type of grant solicitation (the RFA)
is utilized when it is desired to encourage investigator-initiated research projects in
areas of special importance to the National Cancer Program. Applicants funded under
the RFA are supported through the customary National Institutes of Health (NIH) grant-
in-aid, in accordance with PHS policies applicable to Research Project Grants including
cost-sharing. However, the RFA solicitation represents a single competition, with a
specified deadline for receipt of applications. All applications received in response to
the RFA will be reviewed by the same NIH Initial Review Group.

The present RFA announcement is for a single competition with a specified deadline of
December 15, 1981, for receipt of applications. Applications should be prepared and
submitted in accordance with the aims and requirements described in the following
sections:

I. BACKGROUND INFORMATION

II. OBJECTIVE AND SCOPE

II. MECHANISM OF SUPPORT

Iv. REVIEW PROCEDURES AND CRITERIA
V. METHOD OF APPLYING

VL INQUIRIES

L BACKGROUND INFORMATION

Biological response modifiers refers to agents or approaches that alter the
relationship between tumor and host by modifying the host's biological
response to tumor cells, with a resultant therapeutic benefit. The application
of these agents with a primary intent of therapy is the major focus of the
Biological Response Modifiers Program.

The components of the BRM program include immunoaugmenting agents,

This program is described in the Catalog of Federal Domestic Assistance number 13-395,

Cancer Treatment Research. Awards are under authorization of the Public Health

W¥ Service Act, Section 301(c) and Section 402 (Public Law 78-410, as amended; 42 USC 241;

42 USC 282) and administered under PHS grant policies and Federal Regulations 42 CFR
Part 52 and 45 CFR Part 74. This program is not subject to A-95 Clearinghouse or
Health Systems Agency review.
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IV.

immunomodulating treatments, immunorestorative agents, interferon
inducers; interferon and cytokine factors; thymic hormones and factors;
tumor antigens and cell surface modifies, anti-tumor antibodies, anti-tumor
immune cells; maturation and differentiation factors.

This RFA addresses Cytokines (Lymphokines). These factors are
glycoproteins in the 5,000 to 100,000 molecular weight range. The cytokines
obtained from lymphoid tissues or supernatants of mononuclear cell cultures
are called lymphokines. Some have been shown to have direct cytocidal or
antiproliferative activity, some to modulate and exert selective regulatory
effects on various components of immune responses and others to affect bone
marrow proliferation, or ossification or vessel proliferation. Production and
purification of lymphokines have been a problem in the past. More recently,
means have been developed to obtain lymphokines from lymphoid lines in
culture thus helping to resolve the problem. Administration of lymphokines
that can selectively activate or suppress certain components of the immune
system may produce a beneficial anti-tumor effect in vivo.

OBJECTIVES AND SCOPE

Studies to be proposed should evaluate the therapeutic value of defined
lymphokines in anti-tumor immunity. Currently available lymphokines,
purified to near homogeneity, may be used in both in vivo and in vitro studies
to evaluate and monitor specific effects on the various cellular components
of the anti-tumor response. A further stage of analyusis could involve testing
the therapeutic efficacy of various lymphokine preparations in transplantable
and spontaneous animal tumor models. Investigators may restrict their study
to a single lymphokine or may wish to perform comparative studies on various
lymphokines. A goal of the studies should be to provide information relevant
to the choice of a lymphokine(s) for preliminary clinical testing and the
type(s) of tumor host relationship most amenable to effective biological
modification using lymphokines.

MECHANISM OF SUPPORT

This RFA will use the National Institutes of Health grant-in-aid.
Responsibility for the planning, direction, and execution of the proposed
research will be solely that of the applicant. The total project period for
applications submitted in response to the present RFA should not exceed
three years. The intent is to fund multiple projects, with total costs
amounting to approximately $250,000 for the first year. This funding level is
dependent on the receipt of a sufficient number of applications of high
scientific merit. Also,although this program is provided for in the financial
plans of the National Cancer Institute, the award of grants pursuant to this
RFA is contingent upon the availability of funds for this purpose.

REVIEW PROCEDURES AND CRITERIA

A. Review Method

Each application submitted in response to the RFA will be reviewed
Grants, National Institutes of Health, and (2) the National Cancer
Advisory Board. All applications will be evaluated by a single review
panel in competition with each other.

"
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Future renewal applications will not compete for earmarked funds.
Instead, all renewal applications will be considered as unsolicited grant
applications which will compete with all other unsolicited applications
received by NIH.

B. Review Criteria

Applcations must be responsive to this RFA, in the sense of being

directed towards the attainment of the stated programmatic goals (see

II. OBJECTIVES AND SCOPE). If the application is judged by the

National Cancer Institute not to be responsive, the applicant will have

the opportunity of having the application considered along with other

unsolicited applications received by the National Institutes of Health.

The factors considered in evaluating each response to this RFA will be:

1. Scientific merit of research approach, design, and methodology.

2. Research experience and competence of the Principal
Investigator and staff to conduct the proposed studies.

3. Adequacy of time (effort) which the Principal Investigator and
staff would devote to the proposed studies.

4, Adequacy of existing/proposed facilities and resources.
Applications which specify a proposed use of human
cells/tissues/fluids/excreta, need to provide assurance and
details concerning the nature, source, and availability of those
specimens.

5. Scientific, technical or medical significance and originality of
proposed research.

6. Reasonableness of proposed costs.

V. METHOD OF APPLYING
A. Format of Applications

Applications must be submitted on form PHS 398 (Revised 5/80), the
application form for research project grants. Application kits are
available at most institutional business offices, or may be obtained
from the Division of Research Grants, NIH. The conventional
presentation in format and detail applicable to regular research grant
applications should be followed, and the requirements specified under
Review Criteria (IV. B.) must be fulfilled. The words "PROPOSAL IN

RESPONSE TO RFA: NIH-NCI-DCT-BRMP-81-9 THERAPEUTIC USE

OF LYMPHOKINES IN CANCER" should be typed in bold letters across
the top of the face page of the application.
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B. Application Procedure

The completed o